
Supplemental Table  1 Histological features of liver biopsies and definition during PAs-induced liver injury
		Histological features
	Scores
	Diagnostic criteria

	Specific histological signs
	
	

	    Obliterative portal venopathy
	
	>50% portal tracts demonstrating intimal fibrous thickening of intrahepatic small/medium-sized portal vein radicles, ultimately progressing to fibrotic remnants; best appreciated with trichrome stain

	    Incomplete septal fibrosis
	
	Blind-ending fibrous septa radiating from portal tract

	   Nodular regenerative hyperplasia
	
	Micronodular, non-fibrotic hepatic parenchyma characterized by central hyperplasia rimmed by bands of atrophic hepatocytes; best appreciated with reticulin stain

	Unspecific histological signs
	
	

	    Portal vein herniation
	
	Portal tract with portal vein (normal caliber or dilated) extending beyond limiting plate, with direct contact of adjacent hepatocytes

	    Increased number of portal vessels
	
	Multiple small-caliber, thin-walled portal vein branches in a portal tract

	    Non-zonal sinusoidal dilation
	
	Sinusoidal diameter greater than width of 1 hepatic plate

	
	0
	<1 normal hepatic plate areas

	
	1
	Mild sinusoidal dilatation involving ≤1/3 of the hepatic lobule areas

	
	2
	Moderate sinusoidal dilatation involving ＞1/3 of the hepatic lobule areas

	    Perisinusoidal fibrosis
	
	Collagen deposition rimming hepatic sinusoids; best appreciated with sirius red staining

	
	0
	Without perisinusoidal fibrosis

	
	1
	Involvement of less than 1/3 of the hepatic lobule areas

	
	2
	Involvement of 1/3 to 2/3 of the hepatic lobule areas

	
	3
	Involvement of more than 2/3 of the hepatic lobule areas

	    Collagen fiber hyperplasia
	
	Ratio of the number of portal tract with collagen fiber proliferation to the total portal tract count

	
	0
	Without  collagen fiber hyperplasia in portal tracts

	
	1
	Up to 25% of the portal tracts

	
	2
	25–75% of the portal tracts

	
	3
	>75% of the portal tracts

	    Portal tract remnant
	
	 Portal tract with diameter less than twice that of bile duct; portal vein often
abnormal (small or herniated)

	Other histological signs
	
	

	    Bile ductular proliferation
	
	Increased number of small, well-differentiated bile ducts arising in portal region

	    Sinusoidal hemorrhage
	
	Ratio of sinusoidal hemorrhage area to total liver tissue area

	    Steatosis
	
	Presence of ≥5% microvesicular and/or macrovesicular steatosis

	    Portal inflammation
	
	Presence of  inflammatory cells in portal canal area (using the Scheuer scoring system)

	    Lobular inflammation
	
	A focus of two or more inflammatory cells within the lobule (using the Scheuer scoring system)

	    Grading of inflammation (G)
	
	Scheuer inflammation grade: G0, G1, G2, G3, G4

	    Staging of liver fibrosis (S)
	
	Scheuer fibrosis stage: S0, S1, S2, S3, S4

	    Portal vein stricture
	
	The shortest diameter of portal vein to the shortest diameter of the bile duct or artery ratio less than 5

	
	1
	The shortest diameter of portal vein to the shortest diameter of the bile duct or artery ratio between 0-1

	
	2
	The shortest diameter of portal vein to the shortest diameter of the bile duct or artery ratio between 1-2

	
	3
	The shortest diameter of portal vein to the shortest diameter of the bile duct or artery ratio between 2-3

	
	4
	The shortest diameter of portal vein to the shortest diameter of the bile duct or artery ratio between 3-4

	
	5
	The shortest diameter of portal vein to the shortest diameter of the bile duct or artery ratio between 4-5



	
	

	
	
	

	
	
	




